
g o 3 3 '■j \fo ■„ o ;i, d e en si 




1/3 



CATGAAGGTTCCTCCTGTCCTGCTTCTCTTTCTTCTGTCCTCAGTGCGAGCTACTGAGCAACCGCAGGTCGTCACTG 
AGCATCCCAGCATGGAGGCAGCCCTGACCGGGCCCAACGCCTCCTCGCACTTCTGGGCCAACTACACTTTCTCTGAC 
TGGCAGAACTTCGTGGGCAGGAGACGTTATGGGGCCGAGTCCCAGAACCCCACGGTGAAAGCACTGCTCATCGTGGC 
CTACTCATTCACCATCGTCTTCTCGCTCTTCGGTAATGTCCTGGTCTGTCATGTCATCTTCAAGAACCAGCGCATGC 
ACTCGGCCACCAGCCTCTTCATTGTCAACCTGGCAGTGGCGGACATCATGATCACATTGCTCAACACGCCCTTCACT 
TTGGTCCGCTTTGTGAACAGCACATGGGTGTTTGGGAAGGGCATGTGTCATGTCAGTCGCTTTGCTCAGTACTGTTC 
TCTACATGTCTCAGCACTGACTCTGACAGCTATCGCAGTGGACCGCCACCAGGTCATCATGCATCCACTGAAGCCTC 
GGATCTCCATCACCAAGGGTGTCATATATATTGCTGTCATCTGGGTCATGGCTACCTTCTTCTCTCTGCCACATGCC 
ATCTGCCAGT^AACTGTTTACCTTCAAGTACAGTGAGGACATTGTGCGCTCCCTCTGCCTGCCGGACTTCCCGGAGCC 
AGCTGACCTCTTCTGGAAGTATCTGGACCTGGCCACCTTCATCCTGCTCTACCTACTTCCACTCTTCATTATCTCAG 
TGGCCTATGCTCGTGTGGCCAAGAAGCTGTGGCTCTGTAACACCATTGGCGACGTGACCACAGAGCAGTACCTCGCC 
CTGCGACGCAAGAAGAAGACCACCGTGAAGATGCTGGTGCTTGTGGTAGTCCTCTTTGCCCTCTGCTGGTTCCCTCT 
CAACTGCTATGTCCTCCTCTTGTCCAGCAAGGCCATCCACACCAACAATGCCCTCTACTTTGCCTTCCACTGGTTTG 
CCATGAGCAGTACTTGTTATAACCCCTTCATCTACTGCTGGCTCAATGAGAACTTTAGGGTTGAGCTTAAGGCATTG 
CTGAGCATGTGCCAAAGGCCACCCAAGCCGCAGGAAGACAGGCTACCCTCCCCAGTTCCTTCCTTCAGGGTGGCATG 
GACAGAGAAGAGCCATGGTCGGAGGGCTCCACTACCTAATCACCACTTGCCCTCTTCCCAGATCCAGTCTGGGAAGA 
CAGATCTGTCATCTGTGGAACCCGTTGTGGCCATGAGTTAGGGAAAGCTGGAAGTTGGTGGGGGAGGGTTCTTTCCT 
CTCACT^ATTGACCAGACACTAACAGAGTTGGAAAGTAACACAGAAGCAGTGAGATGCTTGGGTTCCTAGGAACCTGT 
CCAGCCCCATCTGATTTGCAAACTTTCTAGAAGATGCCATGAGGTGGTGTGTGTAGATCTTTGAGCAAGAGCTCTGG 
^AACCACCTCAGCTTCAACAGAGGCTGGTCCAGTCAACCACCTCCAATTGTGTAGCATCTGCCACCTTGCCCTTCCT 
ACTGCTGAGCAACCACAGGGGGACTTGAGCCATACTATTGGTGGGCCTGCCCCACATGCTCAGAAAAGAACAGGCAC 
AAAGGCTTTCTGAAGTCATTGGAACAGGAATAATCACACAGCTTCAGTGACCTTGGCTCTATCCATGACCAGACAGG 
ACCCATTTTGGCTTCTTAAAAACAAAGAGAAATTAGTATTGCCACTTTGAAAAGTTCAGAAAAGTAAAGAAATGAGT 
TC AGC C C TC AATTTGT AAAAAAAGGAAAAAAGAAAAAAAAAAGAAAAAGAAAGAAAAAAGC C TGTT AATATGC TGTA 
AATTTATCTGTAGCTTTGCCTTCTGTGTGTGTACATTTGTACTTTTAAAATCCTGAACTACACGTGTCCATGTAGAT 
TGTAATAATTAGCAAGAAACTGGAATATATCAGAGTATTATTGAATTC (SEQ ID NO: 1) 



MKVPPVLLLFLLSSVRATEQPQWTEHPSMEAALTGPNASSHFWANYTFSDWQNFVGRRRYGAESQNPTVKALLIVA 
YSFTIVFSLFGWLVCHVIFK^QRMHSATSLFIWLAVADIMITLLNTPFTLVRFWSTWFGKGMCHVSRFAQYCS 
LHVSALTLTAIAVDRHQVIMHPLKPRISITKGVIYIAVIWVMATFFSLPHAICQKLFTFKYSEDIVRSLCLPDFPEP 
ADLFWKYLDLATFILLYLLPLFIISVAYARVAKKLWLCNTIGDVTTEQYLALRRKKKTTVKMLVLVWLFALCWFPL 
NCWLLLSSKAIHTNNALYFAFHWFAMSSTCYNPFIYCWLNENFRVELKALLSMCQRPPKPQEDRLPSPVPSFRVAW 
TEKSHGRRAPLPNHHLPSSQIQSGKTDLSSVE PWAMS (SEQ ID NO:2) 
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Underlined = deleted in targeting construct 

Bold = sequence flanking Neo insert in targeting construct 



GGGGTGGCAGTCGGCACCATCAGGCTCCCTTGGCGTTTCGGAGTTTTCTCTGTGGTCCCG 
ACTCTCCGGAGGATCTCGGTTGTCTCCCAAGTCGGAACCTGGCACGGTCCAGGTTCACTC 
GGAGGTCCGGGCTTCCTCTGTGCCCCGTGCCCCTCGCTCCCAGGCTCCCTCTGTGGTGTG 
GACTCCTCTAGCCCGGTGCGCTCAGCCCCTCGCACCCAGCCTCCAGGCACAGAGCCCGGC 
AGGGAGCTCAGCCCTTGTGCCTAGAGCTGCAGTGGCTGGACATGAAGGTTCCTCCTGTCC 
TGCTTCTCTTTCTTCTGTCCTCAGTGCGAGCTACTGAGCAACCGCAGGTCGTCACTGAGC 
ATCCCAGCATGGAGGCAGCCCTGACCGGGCCCAACGCCTCCTCGCACTTCTGGGCCAACT 
ACACTTTCTCTGACTGGCAGAACTTCGTGGGCAGGAGACGTTATGGGGCCGAGTCCCAGA 
ACCCCACGGTGAAAGCACTGCTCATCGTGGCCTACTCATTCACCATCGTCTTCTCGCTCT 
TCGGTAATGTCCTGGTCTGTCATGTCATCTTCAAGAACCAGCGCATGCACTCGGCCACCA 
GCCTCTTCATTGTCAACCTGGCAGTGGCGGACATCATGATCACATTGCTCAACACGCCCT 
TCACTTTGGTCCGCTTTGTGAACAGCACATGGGTGTTTGGGAAGGGCATGTGTCATGTCA 
GTCGC TTTGC TC AGT AC TGTTCTC T AC ATGTC T CAGCACTGACTCTGACAGCTATCGCAG 
TGGACCGCCACCAGGTCATCATGCATCCACTGAAGCCTCGGATCTCCATCACCAAGGGTG 
TCATATATATTGCTGTCATCTGGGTCATGGCTACCTTCTTCTCTCTGCCACATGCCATCT 
GCCAGAAACTGTTTACCTTCAAGTACAGTGAGGACATTGTGCGCTCCCTCTGCCTGCCGG 
ACTTCCCGGAGCCAGCTGACCTCTTCTGGAAGTATCTGGACCTGGCCACCTTCATCCTGC 
TCTACCTACTTCCACTCTTCATTATCTCAGTGGCCTATGCTCGTGTGGCCAAGAAGCTGT 
GGCTCTGTAACACCATTGGCGACGTGACCACAGAGCAGTACCTCGCCCTGCGACGCAAGA 
AGAAGACCACCGTGAAGATGCTGGTGCTTGTGGTAGTCCTCTTTGCCCTCTGCTGGTTCC 
CTCTCAACTGCTATGTCCTCCTCTTGTCCAGCAAGGCCATCCACACCAACAATGCCCTCT 
ACTTTGCCTTCCACTGGTTTGCCATGAGCAGTACTTGTTATAACCCCTTCATCTACTGCT 
GGCTCAATGAGAACTTTAGGGTTGAGCTTAAGGCATTGCTGAGCATGTGCCAAAGGCCAC 
CCAAGCCGCAGGAAGACAGGCTACCCTCCCCAGTTCCTTCCTTCAGGGTGGCATGGACAG 
AGAAGAGCCATGGTCGGAGGGCTCCACTACCTAATCACCACTTGCCCTCTTCCCAGATCC 
AGTCTGGGAAGACAGATCTGTCATCTGTGGAACCCGTTGTGGCCATGAGTTAGGGAAAGC 
TGGAAGTTGGTGGGGGAGGGTTCTTTCCTCTCACAATTGACCAGACACTAACAGAGTTGG 
AAAGTAACACAGAAGCAGTGAGATGCTTGGGTTCCTAGGAACCTGTCCAGCCCCATCTGA 
TTTGC AAACTTTCTAGAAGATGCCATGAGGTGGTGTGTGTAGATCTTTGAGCAAGAGCTC 
TGGAAACCACCTCAGCTTCAACAGAGGCTGGTCCAGTCAACCACCTCCAATTGTGTAGCA 
TCTGCCACCTTGCCCTTCCTACTGCTGAGCAACCACAGGGGGACTTGAGCCATACTATTG 
GTGGGCCTGCCCCACATGCTCAGAAAAGAACAGGCACAAAGGCTTTCTGAAGTCATTGGA 
ACAGGAATAATCACACAGCTTCAGTGACCTTGGCTCTATCCATGACCAGACAGGACCCAT 
TTTGGCTTCTTAAAAAC7VAAGAGAAATTAGTATTGCCACTTTGAAAAGTTCAGAAAAGTA 
AAG AAATG AGT T C AGC C C TC AAT T T GT AAAAAAAG G AAAAAAG AAAAAAAAAAG AAAAAG 
AAAGAAAAAAGCCTGTTAATATGCTGTAAATTTATCTGTAGC TTTGC CTTCTGTGTGTGT 
ACATTTGTACTTTTAAAATCCTGAACTACACGTGTCCATGTAGATTGTAAT7VATTAGCAA 
G AAAC TG G AAT AT AT C AG AGT AT TAT T G AAT T C 




FIGURE 2A 
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Gene Sequence Structure * 299 bp Sequence Deleted 753 bp 



Size of partial ;f if /iplllf | r ^f t 



cDNA: 2253 bp $M^iM^&^«k^M ^hMii^^Li 



Targeting Vector* 
(genomic sequence) 

Construct Number: 463 



Arm Length: 
5': 2.5 kb 
3': 0.6 kb 



LacZ-Neo 
Cassette 



arm 




Tainting Vector 
Endogenous Locus 



Not drawn to scale 



5 ' > CTGGC ACGGTCC AGGTTC ACT : 
CGGAGGCCCGGGCTTCCTCTGTGC 
CCCGTGCCCCTCGCTCCCTGGCTC t 
CCTCTGTGGTGTGGACTCCTCTAG \ 
CCCGGTGCGCTCAGCCCCTCGCAC ! 
CCAGCCTCCAGGCACAGAGCCCGG 
CAGGGAGCTCAGCCCTTGTGCCTA 
GAGCTGCAGTGGCTGGACATGAAG ; 
GTTTCTCCTGT< 3 ■ 
(SEQ ID NO:3) 



5 1 >CAGCACTGACTCTGACAGCTA 

TCGCAGTGGACCGCCACCAGGTGA 

GAGCACCTGTCCCCAGCAGCATGC 

TCCCATCTCCGTCTATGCCTGGCT 

GGCTGGTGGGAATACTGCCACCAC 

GGTCTGTAGGGAATACTCTCAGGA 

CAGTGACTCATTCAGTCCCGCTGA 

CAGCGTGTGTGCTTGCCTCCTTGT ] 

TGATCAATTTG<3 ■ 

(SEQ ID NO:4) 



FIGURE 2B 



